. mGlu5 TM receptor model inserted in a POPC membrane model. Figure SI2 . Backbone RMSD of the mGlu5 TM domain relative to the starting structure of the unbiased molecular dynamics simulation. Figure SI3 . Time-window average (using a 10 ns window) of selected distances in the allosteric site along the unbiased molecular dynamics simulation. The horizontal lines represent the corresponding distances observed at the crystallographic PDB ID: 4OO9 structure. Black, red, green, blue and cyan lines represent the OH_Y659-OH_T781, OH_Y659-OH_S809, OH_S809-O_Water, OH_ Y659-N_Side_chainW785 and N_Side_chainW785-OH_S809 distances, respectively. Figure SI4 . Backbone RMSD of the ICL3 relative to the starting structure of the unbiased molecular dynamics simulation. The snapshot at 350 ns and the starting structure are showed in green and brown, respectively. Figure SI5 . The PMF for each collective variable was calculated at different simulation times. The plots on the left show the convergence of the PMFs (small changes in the PMF profile are observed between the last 2 PMFs for each collective variable). The plots on the right show the histograms for each collective variable. Although the PMFs for the ionic lock collective variable were calculated at 500 ps and 1 ns, the number of windows used was 3 times greater than the number of windows used for the ICL1-TM6/ICL3 and ICL1-K665 collective variables. Figure SI6 . Average distance of the Ionic lock along the ICL1-TM6/ICL3 collective variable. Figure SI7 . RMSD of the receptor backbone with respect to the inactive structures as a function of the value of the ICL1-TM6/ICL3 collective variable. The folding of the mGlu5 TM domain does not show significant changes during the umbrella sampling simulation (compare with the unbiased molecular dynamics simulation, Figure SI2 ). In the poses corresponding to the "active-like" mGlu5 TM conformation (green) and Gq protein (gray) obtained with Cluspro (B) and Haddock2.2 (D), the Gq penetrates into the intracellular part of the receptor. In the poses corresponding to the inactive mGlu5 TM conformation (brown) and Gq protein (gray) obtained with Cluspro (Cluster 2, Table SI3a ) (A) and Haddock2.2 (Cluster 1 Table SI3b ) (C) this penetration is not seen. Table SI1a . Cluspro docking rank between the Gs protein and the β2 adrenergic receptors. The coordinate of Gs protein and the β2 adrenergic receptor were taken from the crystallographic complex with PDB ID: 3SN6. 
